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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36 (a). In no event, however, may a reply be timely filed after SIX (6) MONTHS from the 
mailing date of this communication. . 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)K Responsive to communication(s) filed on Sep 4, 2001 . 



2a) □ This action is FINAL. 2b) K This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 

Disposition of Claims 

4) 53 Claim (s) 1-34 __ is/are P endin 9 in the application. 

4a) Of the above, claim(s) 2-7 and 14-34 is/are withdrawn from consideration. 

5) □ Claim(s) is/are allowed. 

6) El Claim(s) 1 and 8-13 is ' are rejected. 

7) D Claim(s) . is/are objected to. 

8) D Claims are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are a) □ accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
1 1 )□ The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner 

If approved, corrected drawings are required in reply to this Office action. 

1 2) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some* c)D None of : 

1 . □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. 

3. □ Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
*See the attached detailed Office action for a list of the certified copies not received. 

14) 1x1 Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 
a)D The translation of the foreign language provisional application has been received. 

15) D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. §§120 and/or 121. 

Attachment(s) 

1) |xl Notice of References Crted (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). 



2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO- 1 52) 

3) Q Information Disclosure Statement(s) (PTO- 1 449) Paper No(s). 6) Q Other: 
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DETAILED ACTION 

1. Applicant's election without traverse of Group V, Claims 1 
and 8-13, in Paper No. 9, filed 9/04/01, and the specific ROM 
inhibitor histamine, is acknowledged. 

2. Claims 2-7 and 14-34 are withdrawn from further 
consideration by the examiner, 37 C.F.R. § 1.142(b) as being 
drawn to nonelected inventions. 

3. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the 
invention, and of the manner and process of making and using 
it, in such full, clear, concise, and exact terms as to enable 
any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and use the same 
and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

4. Claims 1 and 8-13 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described 
in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. Specifically, the 
specification provides insufficient evidence that the claimed 
method would function for activating cytotoxic lymphocytes or for 
protecting cytotoxic lymphocytes after administering 
diphenylionodonium (DPI) to a patient. 

The method of the instant claims comprises activating and 
protecting cytotoxic lymphocytes by administering to a patient a 
composition comprising DPI and histamine. It is well known in 
the art that histamine can protect certain cytotoxic lymphocytes 
from monocyte-induced apoptosis in vitro, i.e., protect NK cells 
in the presence of monocytes (see, for example, Hellstrand et 
al., 1995, IDS). However, neither the instant specification, nor 
the prior art teach that either histamine or DPI can activate 
cytotoxic lymphocytes. Indeed, the prior art teaches that DPI is 
actually immunosuppressive. See, for example, Kalsi et al. 

(1993) which teaches that "DPI exert (s) potent suppressive 
effects on human lymphocyte proliferation." Given that the prior 
art teaches an effect essentially opposite that of the instant 
claims, a method reciting said activation would require some 
enabling demonstration, i.e., a working example. The instant 
application provides just a single relevant working example 

(Example 2) . Said example discloses that DPI can "protect" NK 
cells from monocyte induced apoptosis, however, said example 
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provides no demonstration that said NK cells are activated by 
DPI. It is noted that the cells of Example 2 were cultured in 
100 U/ml of IL-2; it is a well-known fact that IL-2 is an • 
activator of cytotoxic lymphocytes. As such, the "activation of 
cytotoxic lymphocytes by DPI must be considered highly 
unpredictable. Said unpredictability would require undue 
experimentation . 

Regarding the specific claim to "activating" and 
"protecting" cytotoxic lymphocytes comprising "administering to 
the patient," said method comprises an in vivo method of 
treatment. In vivo methods are considered highly unpredictable 
and mere assertion of the efficacy of an in vivo method of 
treatment is not considered enabling. As the specification 
discloses no in vivo examples, the method of the instant claims 
is considered to require undue experimentation. 

It is also noted that Claim 13 recites the inhibition of the 
production of the specific ROM hydrogen peroxide. However, it is 
also noted that no specific assay of the inhibition of hydrogen 
peroxide production is disclosed. As such, the claim comprises 
only an assertion of a possible mechanism by which the highly 
unpredictable method of the instant claims might function. Thus, 
said mechanism is also highly unpredictable, and given said 
unpredictability, said mechanism would also require undue 
experimentation . 

In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404 (Fed. Cir. 
1988) indicates that the more unpredictable an area is, the more 
specific enablement is necessary in order to satisfy the statute. 
Thus, in view of the quantity of experimentation necessary, the 
lack of sufficient working examples, the unpredictability of the 
art, and the lack of sufficient guidance in the specification, it 
would take undue trials and errors to practice the claimed 
invention. 

5 Claims 1 and 8-13 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described 
in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor, at the time the 
application was filed, had possession of the claimed invention. 

There is insufficient written description to show that 
Applicant was in possession of a "cytotoxic lymphocyte" other 
than an NK or cytotoxic T cell. 
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The claimed method comprises a method of activating or 
that cytotoxic lymphocytes includ e t MK . n ^.^ . n 

sr js;s« m . r^^c^c g an 

° f ■ j USt "iU WSrffi C iri tlene^iirconsiderei . in the 

said species (T helper censj * "cytotoxic 

immunological "ts to be enco,»pa *>ythe tera^y ^ ^ 

lymphocytes", one of s^ 1 ^"^ reDrese ntative number of 
specification fails to disclose a re P res ^at nl n9 F . 3d 
species to describe the claimed genus. See Eli Lilly, 
1559, 43 USPQ2d 1398. 

6. The following is a quotation of the second paragraph of 35 

U.S-C- 112: ronclude with one or more claims 

"artictS ly 3 po ntK indistinctly claiming the subject 
KS« thich ?he applicant regards as his invention. 

^ q 17 ar*. reiected under 35 U.S.C. 112, second 

7. Claims 1 and 8-13 are rejected particularly point 

--which appUcant 

Clai» A i renders the c--va g ue and indefinite as no such ^ 

compound is known to exist, a Vheon found in either the Kirk- 
compound with said n»e has not been found in e chemical 

Othmer Encyclopedia of Chemical lecnnoiuyy 

Company catalog, ^ ^ clalm , has no 

antecedent basis in the claim, d „ cl ^ 9 and 

ief^Lrroun? reler^the ~ of^ or 

i. 

8. No claim is allowed. 
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Christina Chan can be reached on (703) 308 3973. 

S ^ JSTX^S 0 ^ papers must ^ „ lU , 

(703) 305-3014. 



G.R. Ewoldt, Ph.D. 
Patent Examiner 
Technology Center 1600 
November 14, 2001 



Patrick J. Nolan, Ph.D. 
Primary Examiner 
Technology Center 1600 



